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(57) Abstract: It is intended to provide 
a remedy and a therapeutic method for 
hormone-dependent cancer characterized 
in that (a) a steroid sulfatase inhibitor and 
(b) a hormone therapeutic agent and/or a 
chemotherapeutic agent are administered 
either simultaneously or separately at an 
interval of time. It is also intended to provide a 
therapeutic kit for hormone-dependent cancer 
characterized by containing a first ingredient 
comprising (a) a steroid sulfatase inhibitor and 
a second ingredient comprising (b) a hormone 
therapeutic agent and/or a chemotherapeutic 
agent. It is further intended to provide a 
medicinal composition containing (a) a 
steroid sulfatase inhibitor and (b) a hormone 
therapeutic agent and/or a chemotherapeutic 
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y Kziyi^^ 2 -:^=arf->^ y K^/^s 4 -ir^-^V V K^/^. ;^ ^ v'V-i' 5 
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h]}Ty])/\^. y'h^yv^i^. ;^=¥f-yy/^s 4 y ]) 
/w. ^ryy ^ y^r>^ y /i^x i , 2, 3 -i^^rf-^^r y y 1,2, 



4 -:^^1^i^ry y /I'. 1, 3, 4-;^d{^f-i^Ty y /w. 1,2, 3 -^r^^r 
>/y/^. 1,2, 4 -^Ti^^T y y/i^s 1,3, 4-^Ti^Ty y/^. :7 7if^ 

Ky/p. 2-ify K^/v-^ 4-f y k^^/i^s !>7->'y/^> ^v>/:7y7v. ^ 
i^v^^oini/p, ^i^y-i' 5: t^'v' y /i^^ y /^s y ^^'^ 

1^y y/i-s -^^/y^r y ^^^y-r y^ry y 1, 3-v^:^^y- 

1, 3-v^t: Kn-Yy^^- Ky/V', 1,1, 3-hy;^=¥y-2, 3 - i^tKn 

(xi) ii^i- 5 ^^m^ t —m^^ o -c^^^fe $ ^ s mm^s (is gg^M^s 
^ryyi^^^'i^. ^^i^yy^^^/^. t'^y v^/. 7is^tf-<y , 

T hv^ KodE^yy/u-^T^h^t Kn'l'y^yy/^s:^:^iJ't Kn^/y/i^^ 

^:/y-r 5 ^^y y -o^-^^y^v/^. -rvKy/u, ^y-fi^Ky/^s ::^y^ 
/i', -v? t K n ^ >^ K y tr n y 7 y y /i^s b y T y y /i^s b 7 y 

(xii) mmm^^SJC*3ttS«iaiii: bT{*. 1^ — ■^^/tJiM^JioTM;^ 

j^ttm^i~3o. /NH^^^, =bo. ixry. Ti^K. m^-hv<n^m 
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-S(0).R" i^fp. miSXXfR^Ut'ttl^nMmtmmX-^?)). -SO^R'' 

i&mr^i-^^/i^. T y — /^*5 J:t^*^^^Sf*^ ^tb^nHtrlB/^nyi/ (ix). 

-t&igiT/^^/V (iv), -^^^J' n T/l-^/^ (vii)^ jSifeT/^'^r^/^ (v) , i&^T 

jv^^jv (vi). ry-/w (viii) ^ii-awmn^ (x) i:i^aT*fc!5> ®m 

tt-ett#HB®^<£mT/^^/i't::*3tt5gja£ (xiii). J^e tJ«l;ieife5^^ 
T/^^/^j2:*3J-t5®I^S (xvi) tnt^Xth^o 

(xiii) «mi£JSiT/wd^/K iSife<g;j|feT/W'Jr=^/^*3 j:tJ«gm<SSfcT/^^=^ 

13 ^^'^ ^ha^ i/T/^ T-i?K. 'ffi:jgiT/V"5r^/U'. ISigi^r /W;*; i^^^^/V'^ 
b< «^gm<^1t^^S. -C(=X")R" [^>f'> X"(^. ftulB 

gt^^> b< f*^g*fe<Dm^ms. g^t> u< «^gm©r9/^'3s./i-^ gmt> 
b< {*#^«m(?5^7^t3T y -/vr/i'^/^^ -NR"R^* (^•=F'> R«* *3 J: t;« R'M* 

nr^'i^^/V's 'isjgfcr/^'irn/K gife^> b< fi^g^feoT y -/K gmt>b< 
^i^gm©^m]^s^ gm*> b< r±^glfe<^r ^/i-'^/V'^ifcttgl^^^ u< 

^gl^(^^7^ n T y — /VT/i"¥/V^lr^"t')N —OR"* (^"l^s R'* J^tR^M^n 

u< ji^gtfeo?r y -/i^. gmt> b< f*^@m<o^m^s. gm% b< 
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-C(=X2*)R^^* (^4'> x2**5J:t>* R"M*^ -eH^'tbSulB X^**3j;tJ« R** irl^a 

< f*^tt^(^^xnr y — /i^T/i^^/v-. -NR"*R^*M^4'sR''**3j:-a«R"M*s 
•t^^nS&ia R**33j;TJ« R^* Sfcti-OR^^*. (^(f. R^MifttflB 

R"* irlna-CfcS) ?Sr^-r] Sr^-t"}. -OR"* C^cf. R"* fiTK^i^-^^. 

L< «#^gm<^r y -/v., g^ti b< fi^gmom^^Ss gmt> L< 

-SO2R"* (^tfi^ R"M*BU|BR"* i:l^a-efeS) Sr^-t"]. -S(0)„,R"* (^tf . 
ma fi 0~1 (^Ig^^lr^U. R"M*7Kmim^. -Igj^T/^^/K gife^> b< 

gmt> b< (i#^gj^©1gm«^. g^^> b< f*^gm(^r7/i^=¥/i-^fc(*g 

tifltrlBR"* iritis T-fcS) b;ix5o 

i r. ^ b fc n gfc T /V^ Jifc T 'Jr ^ 71^ , -jg ^ r /V ^ /l^ ^ 

-y^ JV^}V, T y — /^*3 J;tJ^m^^Sfi> -^n^ttBulB^^n^:/ (ix). 
i&^TfV^jV (iv). 'iSJgSfcT/^'Jrcn/k (v), 'fgar/l^'^r^/^ (vi)> i^i^oT 

/vdE^/u (vii). ry— /i^ (viii) *5j;t;?:^^^s (x) ^na-cfctJ. -tsa 

ry^;?;^^^^^/^ (xiv) ^ b"C«:. 4 ~ 8 (DT/v:<; e^^^/v-^ 

h y ^^/w (xv) h L-cr±. -e^Jx-tfi^^l^ 6—8 (OT/v:^ b y 
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-/V, 1,3,5 h ymcr^/i^, 1,3,5 ^ hV 

IB'(£Sfcr/V'3^/^ (iv) tmm-Vhy)s ^mT;v::i^i^.^mr;\^^^^y. T7 
;v (iv) (D^aJii^bTKm^ 1 o|^V^fc^>(Z>i: l^a-efc t) X T^/i^^/K^ry 

— >'^$P:»•^i^ s&iary— /i- (viii) ^T^nr y — /^T/^=3f^/^ 

cD-^T^ory ~/vSfP5>«. mumm^^ u) <o^m^> ^^mm^mwi^t 

^fc. r.it?^ufcgmi>'i5' tIT7^'¥/^^ mW^rv—/^. m^^^^^. 
gl^^ViJ' nT/>^>'H3:*3ttS®lfeS (xvi) tmmx^h^o 

(xiv) gmv^ or/V'3E^>'^> ejfer y — /^*3J:t/PSi-s^^M^i: — 
Tt^K> ^SJSiT/^■^^=^/^^ <SjSfeT/^;i; iSiir/v;^ fyain/p-, 

f^WiT f&MT A^^^^JV. T^)—JV^ -NR^'R^^ {.^^ ^ 

/w^/^s 'CSiifcT/^'irzn/i'^ r y — /v*yhtt^^#ssr^-r)x -or""' (^f. 
/v^fcJimm^Str^i") *fcfi-sR«- (^tf^ R^'MiWria R"" ^i^a-efes) 

-C( = X2«)R"« X^B j3j;tJ« R^"«. ^ti^'ttHuia X^"*? J;tJ« R^" i: l^a 

4Sj^T/i--{r.^/i., T y -/v. m^i^S^ -NR"»R"» (^s:^, R"»*5it;« R^« 
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-SO^R"" (^"t-s R"^«:BlrlBR^='*i:Pa-t?fcS) Sr^-t-]^ -SCO.bR"'^ 

mb « 0 ~ 1 R"» ttTK^il-? . igj^T/V"¥/^. v-iS' n T /l-'^/K 

r Cl-C^Ufc/^ny:/^ ig;^T/i-'^/^> iSi^T/w-J^^/V'. {S^T/^:*v^^ 
*3j:tJ?^m#£Jis ^tI.^nBl^lB^^^>^^^ (ix). iSSi^T/v^/i- (iv). {SSi 

r/v-^^/i- (v). mBr/u:fyz^^=^/^ (xiv). -fgrnr/^;^ b y ^-/v (xv). 

i&Sir/^'^^yW' (vi). n T/W'^/W (vii)> T P — (viii) *3j;t)«^ 

§p^{*> ftffiBl£mr/^=¥/v (iv) hnm-^^'o. 'mcr j^^^'^y'&M.r jv^ 

^-XDT/l^^T^l^'^^i^. ftulBl£mT/l'=3{^/^ (iv) b tK^ ^ 1 

^ ^ 55" «5 ill it & <^ ^ ^ £^ T J- ^ -t" o 

a:;?^ h P V— 3 — 7ct::^/^>J^:^2l^^'- b C^-ri^f-^- y (Cancer 
Research). 53 298 K (1993 ^) ; ^-^-T ^ & ^ • 

-^^^-^by^* X (Bioorganic & Medicinal Chemistry Letters). 3 

m. 313 M (1993 m ; ^H#fF5,604,215^]. ^X hn^-3-X/^:7T 
_ bf|^f$: Ix^^^-r^^^' • ;^7*>f i/":^/^- -i^^ X b y — (Journal of 
Medicinal Chemistry). 37 219 K (1994 ^)]. 3 -7*^ :t'aE^ V^i^^ h 
n 3 -^/P7}.^>— hf|^^$:C;^7^n-rX(Steroids).58 #.106 M(1993 
^) ; if ■ v^-^^-^/i^ • • x-r n-f K • ^^-f ^;=?.hy--ri/K- 
•=e vafa.^— • ;^"n i;^'— (The journal of Steroid Biochemistry and 
Molecular Biology). 50#. 261 M (1994 ^)]. 3 - -:/^X hn 
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S - ^^/l^:^A^:^^^ hm^f^l^'ruyf X (Steroids), eO #, 299 H 
(1995 h n 3 -r ^ [if • i^^—i-/^ • -^-f • 

K ■ ^"^^-^^ hU — •T^^K-^l^'^^^^' (The 
Journal of Steroid Biochemistry and Molecular Biology), 59#s 83 M 
(1996 ^) ; *ia#fF5, 571, 933-^ ; |^ 5, 866, 603#], 9 5 ^yYi^^M^ 
Clf • -i^-Y— ^-'i^ • ' 7.=rxiy{ K • h y — • r K • ^ 1/ 

drjt^^ • >'^^::^*n-5^*— (The Journal of Steroid Biochemistry arid 
Molecular Biology). 48 563 H (1994 ¥)]> 7* t K o ^ fcTT K n ;^ 
[if • "i^^—rJ'V • • K • ^-^-f ^ b U — • 

T>'K''^^''^-=^7^"''^^^^'^ — (The Journal of Steroid Biochemistry 
and Molecular Biology). 45#. 383 M (1993 ^) ; b P — 

(Biochemistry), 36 #, 2586 M (1997 ¥)]^ h n i/-3-:^/^7 T 

— h<?5f^f&^$: [if • ^J^^-TfV • • K • /^>r ir^ ^ b U — • 
Ti^K'-^E-W^jL^— '/"^^^^n V?— (The Journal of Steroid Biochemistry 
and Molecular Biology), 64 #,269 H(1998 ^) ; W098/24802;W098/32763], 
1 1 —T )V^?vai.7. — [/^^ ;r;^—:«f^ y ^ &p« t'W 
/V'-^^^^ — •l^iJ'— X (Bioorganic & Medicinal Chemistry Letters), 
8 #, 1891 H (1998 ^) ; V'^^-TjV • :tzf • ^ i^-TJ^ • >^ ^ h V 

— (Journal of Medicinal Chemistry), 42 #, 2280 H (1999 ^)], 3- 

m^ — T^ — ^'^-^i, 3, 5, (10) - ^ b 7 b y ^ ^'^^^^^ 

(W098/11124;W099/27935), h iy<D^mPf- CW098/42729 ; ff099/27936 ; 

(Canadian Journal of Physiology and Pharmacology), 76 #, 99 M 
(1998 ^)], 17)3— (N — T/W'¥/W:*/1'^-^"=E--1'/V) cai;^ h 7 — 1 , 3 , 5 
(10) - by3:i^-3 -J^/l^^r-^^ h^^XJ^l 7i3 - (N-r/l';«/y ^ 
/i^T^ y) b7-i, 3, 5 (1 0) - h V ^-7.jvy r-^— ^ 

7"n-rX (steroids), 63 425 M (1998 ^) ; W099/03876], ®^ 
f p i^05l7tt^|IS<i|s: (¥099/33858), x b 7 t K P ":^ 7 b — /l^^^fls [i^^ 
•^/V' • if^ • i^'f ^ iy^A^ • "ir ^ V V ^ (journal of Medicinal 
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Chemistry). 37 219 M (1994 A.- :^ ^ JV^ 1^-1-7. ;vy t ^ 

— ■ h V^'^^^y^— ' y (Cancer Research). 56 %^ 4950 M (1996 ^) ; 

W097/30041]. ^7 ^ ^fl#^$:*3J;tJ^:7rcy — C^^-Y^^i?— • P 1^ 
— ^ (Cancer Research). 57 702 H (1997 ¥) ; :^ -i^ ^ h P — 

(Biochemistry). 36 ^. 2586 M (1997 ; 1f • i>-Y— • • 
T^p.f K . y^^;^^ 5^b!J— -T^^K-^ l/^n. • /^■-l' ;^-n v?— (Th 
Journal of Steroid Biochemistry and Molecular Biology) . 68^. 3lH (1999 
¥) ; ^H#fF5,567,83l-^]. ^yyi^J^ K ["T • ^J^—y/^ • irrf • J^?.^ 
K . /^-Y 5>^MJ— •r^^K-^V''3ra7'-* /^'f i^^- (Th 
Journal of Steroid Biochemistry and Molecular Biology) . 63^. 9H (1997 
#) ; W097/32872]. 4 - t Kn v':?-=E-dr->'7 ^^^^^ [1f • ''^^—^JV • 
>^ . 7.^x1^ K • ^^'f ;^-{r^ ;^ f y — • Ti^ K • ^"^^^"7 — • /^-r:^t3 
i^— (The Journal of Steroid Biochemistry and Molecular Biology). 45 
^. 383 M (1993 <¥) — ;^f=5/^&^y^^ V-^/l'-^Jr^;;?. MJ — • 

l/^— X (Bioorganicft Medicinal Chemistry Letters). 9 #. 141 M (1999 
¥)]n 'f y :7 7 Jj? [i?* • • • ;^-7"n^ K • ;^'5r 

^ ;^ J.]; — •T'i^K.'^tW'af-^.^— .>'<?-f::^av?'— (The Journal of Steroid 
Biochemistry and Molecular Biology). 69#. 227H (1999 ^)]. n-^ 

^^m^^ (WO99/52890) mii^ ±.'^'t^^^<o:scm^^^<o:>5m^f^\^'tf\^^ 

^bl-. W093/05064. WOOl/02349 . W097/30041. WOO 1/36398 *3 J; tJ« 

wooo/43408 ^t3:|B^©;^7"o^ K^^/t'^' T ^?^i^ia§^tt^Wi"S>fb:'^#» 

^-rS^ (c)T>' Kn-^^-^^^^c^OT^- Knyi/o^-a-^^lfri-S^fcf^i 
(d) ^ h n y ^ fc 7|s /u^ (Z) v^ 
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b ^ ^ 3St -e * fc m ^ -B- ^ T ffi V ^ T t> i V ^ o 

i^=c:yc bXJi. 0iJ;tJi:^^^>':7 3i:/, ici-182780 (^iPpi&.; 

y r V ^ — ;fulvestrant), :7 3ii^^^fctt^^e><^ 

T Wi- s m^*^^ j&s at) If b 5 o 

LH-RHT =?->^ hSSl^^i: b-Cfi:> '^J;t«e y y rf-feV-P V^^* 

ijmB:^> ri^^^t?J>>M.. -^mr^i^^snm.. r%/WL¥fMm.m 

^^^pmM^<o^mmMMt^^\^h^. ^m>^h utj*. ^\x.\t-r b y -j^ a 
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mmn. m^n. ^^n. wmm'^n. tk. ^s^^tk. *tf^?fi-sr^ 
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$ % ^i" 5 1> o ^ If H s o 

^^31, Ts'TXi^ k;^/^:7t iJ'— ^I5i.^^*3 J;•0«7^^/^^>'lle^fe^JS:l^^i8■%- 



(1) V^.mUl^X^'^ MCF-7 gBJ3^J^:> t h;^'7^a-r YT.fvyr^^'^ 
SriSPJ^m^iirfci^Jia (MCS-2) ^#^bs MCS-2 i^fl&tc^-r S^^^ b 
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7*'^^ h 7 l^'^'t =1— yu^auyt 5%^fli^}^]kW (HyClone laboratories)^ 

1 mmoi/L }^/i^}fi^m'rh])t7J^ (m^mm). n j i^^y^^^i^^ )vt % 

(1% non-essential amino acid ; NEAA^ 2 mmol/L L-^ 

/W^ ^ (GIBCO BRL) *3 j; 0. 11% J^^7Km•:^ b y AtK^^ (ICN 
Biomedicals) Sr-^^-TS :7 / ^/U U y K^-^-f — ^ ;V MEM [PR (-)MEM^ 
0 i^m^m : £ATJ^«& A i: V^ 5 ] t?. MCS-2 3^13 Srit^ bj^f^j^^ Ufco 
10 mmol/L h n :/;^/i^:7ct— h (v-:/-^) v'p^ K 

(DMso. MKft;#) mm-^mmkx-m'M.^nx^. mt^Wtmio-''mo\/L\z.f^^ 

J:5JJ:PiSiUfc (^fi&B). 

oix h n ^^;^yu:7 3i— h (ftJ^ilS : lO'^ mol/L) S:'g'tP-h|Bi#fl& B \Z.X 
2.5X10* cells/mL t;i#^bfc: MCS-2 M^^^ . 96 ^ ^ iJ'— r?" 

1^— b (NUNC) t2:#!>3i/^*>fc 15 100 -efilSbfCo V— h 37*0. 

95%£iJi. 5% COg^^TlJlfeS^ i^s^au^— tJ'— rtt? 24 NF^-T V^r^.^ 

^PJ [(i) Ma^>'3^J^3!ft^in. (ii) ^^t' n K:^ 71^:7 r ^ —-^ffl.^ 

ilPJ^^^^JP. *:/tf* (iii) ^::^:^\^xi^^^nh7.'fxi>(^7.?vy7^—^ 

fct>©{* (iv) il^jR-C% ^tt^'^37t:. mS95%J^±. 5%C02^#Tl-fe 
S'f V'Slra-^-iJr-i^-t? 168 ^^It^Ufc, it^^rm. J^iaJdSti^iStt^-^ 
:&V^ J; 5 l:: Jt^Sr^* O. 5 mg/mL ICJ^fc 5 j; p ^zi^aS bfc MTT ^ 
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m {3-(4, 5-v^7« ^/k^r y — /^-2— f /^)-2, 5-i^:7 3^c:^/^'7' h 7 ^ U ^ J>.Zf 
n ^ K C 3-(4, 5-dimethylthiazol-2-yl)-2, 5-diphenyltetrazolium 
bromide] (v^:/"^) Sr^:^ b n ai— h A ir^ilS bfc } <Sr 

50 juL«PUfc„ :/u—h^37X:. 5% C02^{tTlJ:feS-r 
^ — F^T4 b^PbI'I' ^=¥3.^— -J^a >\^it^^ mtt ^?S^^*b. 

DMSO ?r#lJ7a^/Wfcfc «9 0. ImL bybo:7'V— h^^^l^— b 5: ^f"— (Micro 
Mixer Model MX-4. H^3^^) X^mW tltci^^l-'^-^ ^'^mm^ 

y, y — ^—Spectra MAX 250 (fP^fc) 550nm i: 630nm -COlR^fc^ 

MCS-2 mS^m^Mir^^^i^X<D MCS-2 ^iS^O^gMjit^^tb^'^O® 

©^B*j-#[ (%) t\^x^i.ti (MTT r s/"fe>r)o 

ICI-^182780 (^^J!jpai^Sr@^b. -fk-a-^^ 1 <Z)^^ra«^Sr^;tfc»-a'<^ 

MCS-2 mf^(DmMif}fM&Bi^m 1 i<DmMm&^m^\^. 
ici-182780 (omMmm^MK.f:im^(o MCS-2 miik(DmM^mi&m^m 2 K 

igid^b. ICI-182780 ^WiMV^J^^f^m-^titl^VX. ICI-182780 (OmM 
m^*^ 0.234 nmol/L Sj^Jl"^^ -ft^a-^^ 1 <Z> ^^An JSl i S MCS-2 ^^^(Oi^Mi^U 

m2ii)>^^ it'^i\gdi^WiMv^i:\f^m'^tii:,m\^x. it^m 1 <Dm:f}um^-^^ 

0. 140 nmol/L U±X^ ICI-182780 (OWiMi^i:^ MCS-2 ^iS^iiJitJfl^J (ZJ-IE 

\Z ^ ?>mmm^(D^^^WiS&\^mm'r y/J^^^i^^ a (Isoborogram) 

Sr. ±mx%^^t:m 1 *5 J;tJ«^ 2 O MCS-2 m^<omM1f^Ml&^^7iiK UT. 

/<?xf :^T3 i;?— • -7 ^ i^^ (International Journal of Radiation Oncology 
Biology Physics). 85 H (1979 1^ 1145 M (1979 ^) ^lCfa^<D:*r^ 
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zo%m.m-r s mm (1C30 m) . 25%mmir^ mm uc^^ m s 2o%m.m-r^ mm ac,^ 
-r^mm ncsim ^^ -bis (d <om 1 ^ ^xfWi 2 (d mcs-2 m^<DmMwi 

ftj^d^b:/ V— b y — ^ — tJ:#|i-rSM^ffi y :7 b (Soft Max Pro (Dfjr% 

Isobologram trf^^bfCo HI 3 \C^(0 Isobologram ^^-to 

^^3:. — >/ 3 >' • n v*— • /^'f • :7 ^ v'cJ^ (International 

Journal of Radiation Oncology Biology Physics)^ 85 M (1979 1^ 

1145 H (1979 ^) mKuwt(o:^mKUox. ^mM(Dm^'^t>'^\^^i-f^ 

lCsom.X*(0^mM(^mm^m 3 <D isobologram JiIJIIT'o >y h^t^ ^ikKXy) 

ici-182780 (Dm^Wkm^mMi^it-^m 1 (omMmm^^p:.f^^^(o 

MCS-2 5NflJ3a<^>*i5i% SO%U^'t^m& (ICbo^C) =Sr. ±IB (2) •vnhii^ft 
Isobologram (|§I 3 ) _t JJl :r d h b t> <?3 13 4 131 . 'fb'^tH <^^:filIiSS 
<Sr@^b ICI-182780 (^^^in^t^^^;t/c^'^cD MCS-2 |fflfla<^Ji5»?^ 50%|Ja 
m-t^mm aCs^m ±.fa (2) T*#6>tT.fc isobologram (133) ±kZiZf 

5&*3. ^mW^(Dm^B\^^^^Xi-±. a 5^ hjOS, Isobologram 
— K I Oi^JiJ; !9 Tfi!lt-fc^#-a'f*> ^<^#ffit-*a*n6^^m (additive) 

(supra-additive) i^h^ t^^^tl^o 

m^Hi^h. ICI-182780 (D^mmm^m^i't:^^^. it^miomnwcx 
msii^ib. ih^m Komumm^m^y^fcm^. ici-i8278o (omwi^x 
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LTfiJj<n /I'Sr^V^. ^xn^ K;^/i-:7 r — "^Pl^^J UT(i'fb#^ 
1 ^ffiv^fco 

lOmmol/L cn;;?. h n ^/J^/V^' 31— h (iXi/-^) (^DMS0:^'^*5 J; t)«10 mmol/L 

— ;7^Vw-j. (NUNC) l;:#!j7cn7V$>fc »9 lOOAiL-C'^^UfCo STt:. m^95% 

ht2i^><./i^y'cc- h : 10-» mol/L) :J3 J:tJ«7^;^ n 

:/ (Sifil-jtS : 10-^ mol/L) -^^(DJti&C. ^ fc (i^i;??; h a 31 — b *3 

7^ u :^7f^<DmmMz^^vit^^^i^\z i-^m^mM i^mM'^t'T. mm\zmm 

(GiBco) },z.xmm^n7!)^nm-hfj:^^^o\zv i^:^\^tc 

^.0. 25% b V 7'->'V^?ig (GIBCO) i:0. 02%^^ W:/i^T 5 :/Egg^g|(EDTA, 
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(N=3)o 

— ^ ^ ^ e> V ^ iH it 5i Mi e> ^ o 

iftSj^j. mm.n. ^^^n. ^m^'^m. tk. ^s^^tk^ mmm-^w- 
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m^(D^m. i^M. m^m\^^\) i^ti:^7!>^, ii^— 0 ^fc 0. 01-20 mg/kg 

mi ICI-182780(^«PliStrO-1.801 nmol/L(^^IS-e@^b> it^^ 1 
<D m:)M ^M^O. 004-3. 000 nmol/L O ^ ffl "C 2/3f& 3?rj L fc ^ -g- © MCS-2il 
^(DmMnm^^ (N=3) Sr. MTTTy-fe-l'*^^:^^: UT^U^^^^-Cfc^o 

^^^(Omm-tih^mKDW^Mmm (nmol/U ^T^^-to j/^^i^^T^nj/ 
Vn,lCl-\B21Z(i(D^MWi& (nmol/L) Sr^-f-o 
-O- : ICI-182780il^*0 

— #— : ICI-182780O^JlI^l^lt0. 030 nmol/L 
-O- : ICI-182780O^Jn?gS0. 051 nmol/L 
-♦- : ICI-182780<D^^;tlBlSII^0. 084 nmol/L 
— O— : ICI-182780<D^;j!HI^S0, 140 nmol/L 
— : ICI-182780<Z)?^;?in^i^0. 234 nmol/L 

— □ - : ICI-18278O(D»D^^I^0. 390 nmol/L 
— □— : ICI-182780(D^;tin^S0. 649 nmol/L 
-A- : ICI-182780©^>!JB2l^tl. 081 nmol/L 
-A- : ICI-182780C>Mn^^l. 801 nraol/L 

1112 'ft-a-'^ 1 <^?^;lJP^ll^^0-1.081 nmol/L<^fSffl-e@^U^ ICI-182780 
(OmnWiM^O. 014-10. 000 nmol/L<^)ffiffi"e2/3<$^J#grf5 Lfc#'^<Z)MCS-2^ 
fla<Z)ii5it*5M^m(N=3)5icr. MTTT iz-fe^ ©ijgmi: UT^ bfc t>(Z5-Cfe5o ^ 

7:7<D^iaf:iICI-182780(O^inai-S (nmol/L) ^Tfi-t^ ^ V ±(O^Zf n -y 
Yyt^yKfr-t^t^mKOm^MmM. (nmol/D Sr:^-t-o 
-O- : {b^i^ 1^»P> 

3 0 



wo 2004/035089 



7JP2003/012986 



-•- : ih^<^ 1 <^^;!jn^t^O. 018 nmol/L 
-O- : it-a-^ 1 (DmM^^O. 030 nmol/L 
-♦- : 'fb'^i^ 1 <^5^JlI^Sl£0. 051 nmol/L 
--0— : ^t-B-^ 1 (OmMWkMO. 084 nmol/L 
— •-- : 'fk'^i^ 1 (OmM^&O. 140 nmol/L - 
-□- : it^^ 1 (DUM^^O. 234 nmol/L 
— □— : ^t-^^ 1 (OmM^S^O. 389 nmol/L 
— A— : {k-n-^ 1 (D^:}MM^0. 649 nmol/L 
-A- : ih^rnKDm^m ^1.081 nmol/L 

ICI-182780^amJns it^^ 1 ^3a^^*Bl-:J3ltS^^^ttOICBo#tx IC«#[^ 
IC4offi. IC35^> ICso-ffix IC25<it> ICgo'lff^ 1^6^ IC^o^^J J: ICg^C ^ ffi v^ 
J^bfcIC5om<?5IsobologramT'fe5„ 7 (D|5!lftfi. ICI-182780(DIC5o#:«Z) 

1^4 S 3 C5lsobologramJijC^ ICI-182780 <0 SI * 0. 030-1. 801 
nmol/L(^|5ia-e@^U> it^^ 1 (D^JDigSSrO. 004-3. 000 nmol/L<^fgffl-C 

13 5 3 <DIsobologram±l3:. -fb 1 <^ ^ An il ^ 0. 018-1. 081 

nmol/L(^^fflT*®^U^ ICI-182780«O^JIltl^^ SrO. 014-10. 000 nmol/L(D^ 

H-t?2/3f^^J^f5Lfc#'^(Z>MCS-25^J3aOJi5it%50%J|lfiJ-r§^i^ (ICso^t) ^ 

/I'ir'fb'^'^ 1 (*^^) b^#-^<^MCS-2^1ia<^)Ji?g«iM^m«r^b 

fc^(D-efe6o y -y (DmM^\^. MCS-2iBJ3^CQ|fflJia^ (X103 cells/mL) ^ 

(nmol/L) Sr^-To 3S©#^7 7W:. fe^^bJlJ-s ^n^^^'^b'^'^ 1 
AB. 1 (^;!JBig^ ; 3. 0 nmol/L). 1 (^^IBaiS ; 10. 0 nmol/L) 
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mmmi mm) 

{b-^i^ 1 5 mg 

%m 60 mg 

m^mmm 30 mg 

jiK u If ::^/^r/^=i— 2 mg 

;^XT y V^-r ^/iJ^ A 1 mg 

mmm2 mm) 

it^^ 1 5 mg 

^^dr->'7a^:^ 10 mg 

60 mg 

J^^SliSi^ 30 mg 

tKU tf c:^/'V'T/^=i— /l^ 2 mg 

;^xr y >'^-^:/^-i^!?^ 1 mg 

-fb-^^ 1 2 mg 

D— "^i/^ h^/V 10 mg 
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2. (a) ^^.T^P-r K:^/^:7r^— ^Ri.^j^J'fc^tJ^t- (b) ^/i^^^^B^Mis 

4. (a) F>?i/^:7 Ti?—i^I5i.*^J>i^ b ^^5111 ^5>^> (b) 

5. (a);^^n^ KJJ^/i^^r ^Ri.#^J'^iie>tJ'J- (b) Tfc/v-^^^Hf^j^jas J; 

7. ^T^n^ K;^/i>:7Ti5'— ^PJLW^JjSS, ^ (i) 



Cuff's yinmm'f-'^f^i-i^nm^^^L^. x:ib^mm^xh^t^ y i-x^i 



o 



R2 (I) 
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11. >^7^n^ K;^/i->^Ti?— ^PJ.*^J;i^ l»:*(D^ffl 7 fB^<^^ (I) X 

ir^m.m'^xtb^mii^<o^m5mm<Dmmu0.mo 

12. ><.7=- c-r K:^/^^ r ^m^^J^^ If ^<Dfgia 7 12m<^5^ (I) X 

13. ;^xn-r K;^/v:7r iJ'^-^Il.^^i^is, ^ (ia) 

\ II /R^ 
N— S— O (IA) 
A II ^'^^ 
R* O 

{^^^ -o-R\ mxxj^ RUt^rL^nmnitmmxh^) x^^nsfb 
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16. ;^xo.-r K:^/i':7Ti5'— m^o^H i 3|Bm<^^ (lA) 

17. y^=rx2^ Y:^^\-yr^—^Umnt^. If :^o^H l 3lB^o^ (lA). 
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Kny:^^J. l^^n^^^T^a^-^^. LH-RH T =?c:^;^ b^l^Jd^ e> J^j; 

lo^fc(i2o£A_h-e*>SIS5j^<D^ffl6. 12. 18*fcf*2 4lB« 
(Z) (a) ;^7^a-r T '^—^m.mMti:hXJ^\^ (b) ;^^!fe^j*3 <t 
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